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FILE 1 HOME 1 ENTERED AT 11:41:45 ON 20 JUL 2001 

=> file medline, uspat, hcaplus, embase, scisearch, dgene, wpids, frosti, 
fsta, cen, biotechds, biobusiness, ceaba 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.30 0.30 

FILE 'MEDLINE 1 ENTERED AT 11:42:45 ON 20 JUL 2001 
FILE 1 US PAT FULL ' ENTERED AT 11:42:45 ON 20 JUL 2001 
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CA INDEXING COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'HCAPLUS' ENTERED j^^Ll:42:45 ON 20 JUL 2001 
USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT! 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'EMBASE' ENTERED AT 11:42:45 ON 20 JUL 2001 

COPYRIGHT (C) 2001 Elsevier Science B.V. All rights reserved. 

FILE 'SCISEARCH' ENTERED AT 11:42:45 ON 20 JUL 2001 

COPYRIGHT (C) 2001 Institute for Scientific Information (ISI) (R) 

FILE 1 DGENE 1 ENTERED AT 11:42:45 ON 20 JUL 2001 
COPYRIGHT (C) 2001 DERWENT INFORMATION LTD 

FILE f WPIDS' ENTERED AT 11:42:45 ON 20 JUL 2001 
COPYRIGHT (C) 2001 DERWENT INFORMATION LTD 

FILE ' FROSTI 1 ENTERED AT 11:42:45 ON 20 JUL 2001 
COPYRIGHT (C) 2001 Leatherhead Food Research Association 

FILE 1 FSTA 1 ENTERED AT 11:42:45 ON 20 JUL 2001 

COPYRIGHT (C) 2001 International Food Information Service 

FILE 1 CEN 1 ENTERED AT 11:42:45 ON 20 JUL 2001 
COPYRIGHT (C) 2001 American Chemical Society (ACS) 

FILE ' BIOTECHDS 1 ENTERED AT 11:42:45 ON 20 JUL 2001 
COPYRIGHT (C) 2001 DERWENT INFORMATION LTD 

FILE ' BIOBUSINESS 1 ENTERED AT 11:42:45 ON 20 JUL 2001 
COPYRIGHT (C) 2001 Biological Abstracts, Inc. (BIOSIS) 

FILE 1 CEABA-VTB ' ENTERED AT 11:42:45 ON 20 JUL 2001 
COPYRIGHT (C) 2001 DECHEMA eV 

=> s cell proliferation 

LI 283229 CELL PROLIFERATION 

=> s 11 and ( reversing? ) 

L2 788 LI AND (REVERSING?) 

=> s 12 and method 

L3 554 L2 AND METHOD 

=> s cell proliferation () reversal () method 

L4 0 CELL PROLIFERATION (W) REVERSAL (W) METHOD 

=> s cell proliferation adj reversing adj method* 

L5 0 CELL PROLIFERATION ADJ REVERSING ADJ METHOD 

-> s 13 and activated blood cells 

L6 0 L3 AND ACTIVATED BLOOD CELLS 

=> s 13 and blood cells 

L7 104 L3 AND BLOOD CELLS 
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=> s 17 and lactacystinjj^ 

L8 0 L7 AND LACTACYSTIN 

=> s lactacystin 
L9 18 99 LACTACYSTIN 

=> s 19 and 17 
L10 0 L9 AND L7 

=> s 19 and rapamycin 
Lll 16 L9 AND RAPAMYCIN 

=> s 111 and 17 
L12 0 Lll AND L7 

=> d 111 ti abs ibib tot 

Lll ANSWER 1 OF 16 MEDLINE 

TI Serine/threonine phosphorylation of IRS-1 triggers its degradation: 
possible regulation by tyrosine phosphorylation. 

AB Insulin receptor substrate (IRS)-l protein expression is markedly ^reduced 
in many insulin- resistant states, although the mechanism for this 
downregulation is unclear. In this study, we have investigated the early 
events in the insulin pathway that trigger the degradation of IRS-1. 
Incubation of the adipocytes with insulin induced a fast electrophoretic 
mobility shift of IRS-1 and a subsequent degradation of the protein. 
Wortmannin and rapamycin blocked this mobility shift of IRS-1, 
maintained the insulin-induced tyrosine phosphorylation of IRS-1, and 
blocked its degradation. In contrast, a glycogen synthase kinase 3 
inhibitor, a mitogen-activated protein kinase/extracellular-regulated 
kinase inhibitor, and various protein kinase C inhibitors had no effect. 
Incubation with okadaic acid increased the serine/threonine 
phosphorylation of IRS-1 and its degradation, mimicking insulin, and its 
effect was prevented by the proteasome inhibitor lactacystin, as 
well as by rapamycin. Treatment of the cells with the tyrosine 
phosphatase inhibitor orthovanadate in the presence of insulin or okadaic 
acid partially inhibited the degradation of IRS-1. We propose that a 
rapamycin-dependent pathway participates as a negative regulator 
of IRS-1, increasing its serine/threonine phosphorylation, which triggers 
degradation. Thus, regulation of serine/threonine versus tyrosine 
phosphorylation may modulate IRS-1 degradation, affecting insulin 
sensitivity. 

ACCESSION NUMBER: 2001092975 MEDLINE 

DOCUMENT NUMBER: 21023282 PubMed ID: 11147790 

TITLE : Serine/threonine phosphorylation of IRS-1 triggers its 

degradation: possible regulation by tyrosine 
phosphorylation . 

AUTHOR: Pederson T M; Kramer D L; Rondinone C M 

CORPORATE SOURCE: Diabetes Research, Pharmaceutical Products Division, 

Abbott 

Laboratories, Abbott Park, Illinois 60064-3500, USA. 
SOURCE: DIABETES, (2001 Jan) 50 (1) 24-31. 

Journal code: E8X. ISSN: 0012-1797. 
PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE: English 

FILE SEGMENT: Abridged Index Medicus Journals; Priority Journals 
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ENTRY MONTH: 200101 

ENTRY DATE: EntJfcpd STN: 20010322 

Las^Rjpdated on STN: 20010322 
Entered Medline: 20010125 

Lll ANSWER 2 OF 16 MEDLINE 

TI A rapamycin- sensitive pathway down-regulates insulin signaling 

via phosphorylation and proteasomal degradation of insulin receptor 
substrate-1 . 

AB Insulin receptor substrate-1 (IRS-1) is a major substrate of the insulin 
receptor and acts as a docking protein for Src homology 2 domain 
containing signaling molecules that mediate many of the pleiotropic 
actions of insulin. Insulin stimulation elicits serine/threonine 
phosphorylation of IRS-1, which produces a mobility shift on SDS-PAGE, 
followed by degradation of IRS-1 after prolonged stimulation. We 
investigated the molecular mechanisms and the functional consequences of 
these phenomena in 3T3-L1 adipocytes. PI 3-kinase inhibitors or 
rapamycin, but not the MEK inhibitor, blocked both the 

insulin-induced electrophoretic mobility shift and degradation of IRS-1. 
Adenovirus-mediated expression of a membrane-targeted form of the pllO 
subunit of phosphatidylinositol (PI) 3-kinase (pllOCAAX) induced a 
mobility shift and degradation of IRS-1, both of which were inhibited by 
rapamycin. Lactacystin, a specific proteasome inhibitor, 

inhibited insulin-induced degradation of IRS-1 without any effect on its 
electrophoretic mobility. Inhibition of the mobility shift did not 
significantly affect tyrosine phosphorylation of IRS-1 or downstream 
insulin signaling. In contrast, blockade of IRS-1 degradation resulted in 
sustained activation of Akt, p70 S6 kinase, and mitogen-activated protein 
(MAP) kinase during prolonged insulin treatment. These results indicate 
that insulin— induced serine/threonine phosphorylation and degradation of 
IRS-1 are mediated by a rapamycin- sensitive pathway, which is 
downstream of PI 3-kinase and independent of ras/MAP kinase. The pathway 
leads to degradation of IRS-1 by the proteasome, which plays a major role 
in down-regulation of certain insulin actions during prolonged 
stimulation. 

ACCESSION NUMBER: 2000474020 MEDLINE 

DOCUMENT NUMBER: 20304194 PubMed ID: 10847581 

TITLE: A rapamycin-sensitive pathway down-regulates 

insulin signaling via phosphorylation and proteasomal 
degradation of insulin receptor substrate-1. 

AUTHOR: Haruta T; Uno T; Kawahara J; Takano A; Egawa K; Sharma P 

M; 

Olefsky J M; Kobayashi M 
CORPORATE SOURCE: First Department of Medicine, Toyama Medical and 

Pharmaceutical University Japan., tharuta-tym@umin.ac.jp 
CONTRACT NUMBER: DK-33651 (NIDDK) 

SOURCE: MOLECULAR ENDOCRINOLOGY, (2 000 Jun) 14 (6) 783-94. 

Journal code: NGZ; 8801431. ISSN: 0888-8809. 
PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 2 00010 

ENTRY DATE: Entered STN: 20001012 

Last Updated on STN: 20001012 
Entered Medline: 20001003 

Lll ANSWER 3 OF 16 US PAT FULL 

TI Method for targeted degradation of intracellular proteins in vivo or ex 

vivo 

AB A method for in vivo selective targeted degradation of intracellular 

proteins in situ by inducing in vivo or ex vivo in cells a production 

of 

dual-function protein comprising N-terminal domain as well as a 
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C-terminal 
N-terminal 



domai 
ciomai 



:cTs 



r delivering the dual- function protein. The 



the dual-function protein deijkbilizes the target 
protein and directs its degradation when linked tWft through a linker 
between the target protein and between the protein agent of the 
invention. The protein degradation directing N-terminal domain is a 
subregion within the first 97 amino acids corresponding to the 
N-terrninus of protein antizyme. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 



2001 : 55442 US PAT FULL 
Method for targeted degradation of intracellular 
proteins in vivo or ex vivo 

Coffino, Philip, San Francisco, CA, United States 
Li, Xianqiang, Palo Alto, CA, United States 
The Regents of the University of California, Oakland, 
CA, United States (U.S. corporation) 



NUMBER KIND DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE; 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 6217864 Bl 20010417 

US 1999-243273 19990202 (9) 

Continuation-in-part of Ser. No. US 1996-603575, filed 

on 23 Feb 1996, now patented, Pat. No. US 5866121, 

issued on 2 Feb 1999 

Utility 

Granted 

Achutamurthy, Ponnathapu 

Saidha, Tekchand 

Verny, Hana 

17 

1 

22 Drawing Figure (s); 9 Drawing Page(s) 
2197 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



Lll ANSWER 4 OF 16 HCAPLUS COPYRIGHT 2001 ACS 

TI Serine/threonine phosphorylation of IRS-1 triggers its degradation: 
possible regulation by tyrosine phosphorylation 

AB Insulin receptor substrate (IRS)-l protein expression is markedly reduced 
in many insulin-resistant states, although the mechanism for this 
downregulation is unclear. In this study, the early events in the 

insulin 

pathway that trigger the degrdn. of IRS-1 were investigated. Incubation 
of the adipocytes with insulin induced a fast electrophoretic mobility 
shift of IRS-1 and a subsequent degrdn. of the protein. Wortmannin and 
rapamycin blocked this mobility shift of IRS-1, maintained the 
insulin-induced tyrosine phosphorylation of IRS-1, and blocked its 
degrdn . 

In contrast, a glycogen synthase kinase 3 inhibitor, a mitogen-activated 
protein kinase/extracellular-regulated kinase inhibitor, and various 
protein kinase C inhibitors had no effect. Incubation with okadaic acid 
increased the serine/ threonine phosphorylation of IRS-1 and its degrdn., 
mimicking insulin, and its effect was prevented by the proteasome 
inhibitor lactacystin, as well as by rapamycin. 
Treatment of the cells with the tyrosine phosphatase inhibitor 
orthovanadate in the presence of insulin or okadaic acid partially 
inhibited the degrdn. of IRS-1 . Thus, a rapamycin-dependent 
pathway participates as a neg. regulator of IRS-1, increasing its 
serine/threonine phosphorylation, which triggers degrdn. Thus, 
regulation 

of serine/threonine vs. tyrosine phosphorylation may modulate IRS-1 

degrdn., affecting insulin sensitivity. 
ACCESSION NUMBER: 2001:26737 HCAPLUS 

DOCUMENT NUMBER: 134:220820 
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^^erine/threonine phosphorylatio^of IRS-1 triggers 

degradation: possible regulatic^R 
phosphorylation 
Pederson, Terry M. ; Kramer, Deborah L.; Rondinone, 
Cristina M. 

Diabetes Research, Pharmaceutical Products Division, 

Abbott Laboratories, Abbott Park, IL, 60064-3500, USA 

Diabetes (2001), 50(1), 24-31 

CODEN: DIAEAZ; ISSN: 0012-1797 

American Diabetes Association 

Journal 

English 

52 

Anai, M; Diabetes 1998, V47, 
Araki, E; Nature 1994, V372, 
Caro, J; J Clin Invest 1986, 
De Fea, K; J Biol Chem 1997, 
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Lll ANSWER 5 OF 16 HCAPLUS COPYRIGHT 2001 ACS 

TI A rapamycin- sensitive pathway down-regulates insulin signaling 

via phosphorylation and proteasomal degradation of insulin receptor 
substrate-1 

AB Insulin receptor substrate-1 (IRS-1) is a major substrate of the insulin 
receptor and acts as a docking protein for Src homol . 2 domain contg. 
signaling mols. that mediate many of the pleiotropic actions of insulin. 
Insulin stimulation elicits serine/threonine phosphorylation of IRS-1, 
which produces a mobility shift on SDS-PAGE, followed by degrdn. of IRS-1 
after prolonged stimulation. The authors investigated the mol . 

mechanisms 

and the functional consequences of these phenomena in 3T3-L1 adipocytes. 
PI 3-kinase inhibitors or rapamycin, but not the MEK inhibitor, 
blocked both the insulin-induced electrophoretic mobility shift and 
degrdn. of IRS-1. Adenovirus-mediated expression of a membrane-targeted 
form of the pllO subunit of phosphatidylinositol (PI) 3-kinase (pllOCAAX) 
induced a mobility shift and degrdn. of IRS-1, both of which were 
inhibited by rapamycin. Lactacystin, a specific 

proteasome inhibitor, inhibited insulin-induced degrdn. of IRS-1 without 
any effect on its electrophoretic mobility. Inhibition of the mobility 
shift did not significantly affect tyrosine phosphorylation of IRS-1 or 
downstream insulin signaling. In contrast, blockade of IRS-1 degrdn. 
resulted in sustained activation of Akt, p70 S6 kinase, and 
mitogen-activated protein (MAP) kinase during prolonged insulin 
treatment . 

These results indicate that insulin-induced serine/threonine 
phosphorylation and degrdn. of IRS-1 are mediated by a rapamycin 
-sensitive pathway, which is downstream of PI 3-kinase and independent of 
ras/MAP kinase. The pathway leads to degrdn. of IRS-1 by the proteasome, 
which plays a major role in down-regulation of certain insulin actions 
during prolonged stimulation. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
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2000: 521341 'HCAPLUS 
133: 188242 

A rapamycin- sensitive pathway down- regulates 

insulin signaling via phosphorylation and proteasomal 

degradation of insulin receptor substrate-1 

Haruta, Tetsuro; Uno, Tatsuhito; Kawahara, Junko; 

Takano, Atsuko; Egawa, Katsuya; Sharma, Prem M. ; 

Olefsky, JerroldM.; Kobayashi, Masashi 

First Department of Medicine, Toyama Medical and 

Pharmaceutical University, Toyama, 930-0194, Japan 
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PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
REFERENCE COUNT: 
REFERENCE (S) : 



JYIol. Endocrinol. (2000), 14 (6) ,_783-794 

:ODEN: MOENEN; ISSN: 0888-8809j 
'Endocrine Society 

Journal 

English 

48 

(1) Baumeister, W; Cell 1998, V92, P367 HCAPLUS 

(2) Brown, E; Nature 1995, V377, P441 HCAPLUS 

(3) Cheatham, B; Endocr Rev 1995, V16, P117 HCAPLUS 

(4) Chin, J; J Biol Chem 1993, V268, P6338 HCAPLUS 

(5) Chin, J; Mol Endocrinol 1994, V8, P51 HCAPLUS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Lll ANSWER 6 OF 16 HCAPLUS COPYRIGHT 2 001 ACS 

TI The use of proteasome inhibitors for treating cancer, inflammation, 
autoimmune disease, graft rejection and septic shock, and screening 
method 

AB The present invention relates to compns . comprising proteasome 
inhibitors, 

such as lactocystin and analogs thereof. These compns. are used for the 
following purposes: (1) to disrupt mitochondrial function (useful against 
cancer, inflammation, adverse immune reaction and hyperthyroidism), (2) 



to 



disrupt nitric oxide synthesis (useful against inflammation and septic 
shock), and (3) to reverse ongoing adverse immune reactions, such as 
autoimmune diseases and graft rejection. In the latter case, the compns. 
are administered once the patient 1 s T cells are mostly activated. 
Proteasome inhibitors can also be combined with immunosuppressive drugs, 
e.g. rapamycin, cyclosporin A, and FK506. Finally, a method for 
screening a compd. having a proteasome inhibition activity is also 
disclosed and claimed. 

1999: 311103 HCAPLUS 
130:332911 

The use of proteasome inhibitors for treating cancer, 
inflammation, autoimmune disease, graft rejection and 
septic shock, and screening method 
Wu, Jiangping; Wang, Xin 

Centre de Recherche du Centre Hospitalier de 
l ! Universite de Montreal, Can. 
PCT Int. Appl., 106 pp. 
CODEN: PIXXD2 
Patent 
English 
1 
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Conner, E; JOURNAL OF PHARM^fcLOGY AND 

EXPERIMENTAL THERAPEUTICS llW, V282(3), P1615 
HCAPLUS 

Cui, H; PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES OF THE UNITED STATES OF AMERICA 1997, 
V94(14), P7515 HCAPLUS 
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ANSWER 7 OF 16 HCAPLUS COPYRIGHT 2 001 ACS 
Cell cycle inhibitors 

A review, with 46 refs., of the chem. and Pharmacol 
inhibitors rapamycin, trichostatin, trapoxin A, and 
lactacystin. 

: 1998:166323 HCAPLUS 

128:200453 

Cell cycle inhibitors 
Yoshida, Minoru 

Grad. Sch. Agrobiol., Univ. Tokyo, Japan 
Ketsueki, Men'eki, Shuyo (1996), 1(2), 184 
CODEN: KMSHF6; ISSN: 1341-5824 
Medikaru Rebyusha 
Journal; General Review 
Japanese 
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AB A review with 29 
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rapamycin, trich 
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SOURCE : 
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HCAPLUS COPYRIGHT 2001 ACS 
itors produced by microorganisms. 



The molecular mechanism 



refs. on the mol. mechanism of action of cell cycle 
ced by microorganisms, including radicicol, 
ostin, tapoxin, and lactacystin. 
1996: 239033 HCAPLUS 
124:306195 

Cell cycle inhibitors produced by microorganisms. The 
molecular mechanism of action 
Yoshida, Minoru 

Dep. Biotechnol., Univ. Tokyo, Tokyo, 113, Japan 
Baiosaiensu to Indasutori (1996), 54(3), 182-7 
CODEN: BIDSE6; ISSN: 0914-8981 
Journal; General Review 
Japanese 
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AB 



ANSWER 9 OF 16 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 

A rapamycin- sensitive pathway down- regulates insulin signaling 

via phosphorylation and proteasomal degradation of insulin receptor 

substrate-1 . 

Insulin receptor substrate-1 (IRS-1) is a major substrate of the insulin 
receptor and acts as a docking protein for Src homology 2 domain 
containing signaling molecules that mediate many of the pleiotropic 
actions of insulin. Insulin stimulation elicits serine/threonine 
phosphorylation of IRS-1, which produces a mobility shift on SDS-PAGE, 
followed by degradation of IRS-1 after prolonged stimulation. We 
investigated the molecular mechanisms and the functional consequences of 
these phenomena in 3T3-L1 adipocytes. PI 3-kinase inhibitors or 
rapamycin, but not the MEK inhibitor, blocked both the 

insulin-induced electrophoretic mobility shift and degradation of IRS-I. 
Adenovirus- mediated expression of a membrane-targeted form of the pllO 
subunit of phosphatidylinositol (PI) 3-kinase (pllO(CAAX)) induced a 
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mobility shift ancWiegradation of IRS-1, both of which were inhibited by 
rapamycin. Lactacj^Rin, a specific proteasome inhil^^pr, 

inhibited insulin-induced degradation of IRS-1 witrant any effect on its 
electrophoretic mobility. Inhibition of the mobility shift did not 
significantly affect tyrosine phosphorylation of IRS-1 or downstream 
insulin signaling. In contrast, blockade of IRS-1 degradation resulted in 
sustained activation of Akt, p70 S6 kinase, and mitogen-activated protein 
(MAP) kinase during prolonged insulin treatment. These results indicate 
that insulin-induced serine/threonine phosphorylation and degradation of 
IRS-1 are mediated by a rapamycin- sensitive pathway, which is 
downstream of PI 3-kinase and independent of ras/MAP kinase. The pathway 
leads to degradation of IRS-1 by the proteasome, which plays a major role 
in down-regulation of certain insulin actions during prolonged 
stimulation. 
ACCESSION NUMBER: 2001126792 EMBASE 

TITLE: A rapamycin- sensitive pathway down-regulates 

insulin signaling via phosphorylation and proteasomal 
degradation of insulin receptor substrate-1. 

AUTHOR: Haruta T./ Uno T.; Kawahara J.; Takano A.; Egawa K.; 

Sharma 

P.M.; Olefsky J.M.; Kobayashi M. 
CORPORATE SOURCE: T. Haruta, First Department of Medicine, Toyama 

Medical/Pharmaceutical Univ., 2630 Sugitani, Toyama 

930-0194, Japan . tharuta-tym@umin .ac.jp 
SOURCE: Molecular Endocrinology, (2000) 14/6 (783-794) . 

Refs: 48 

ISSN: 0888-8809 CODEN: MOENEN 
COUNTRY: United States 

DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 003 Endocrinology 

LANGUAGE: English 
SUMMARY LANGUAGE: English 

Lll ANSWER 10 OF 16 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 

TI Serine/threonine phosphorylation of IRS-1 triggers its degradation: 
Possible regulation by tyrosine phosphorylation. 

AB Insulin receptor substrate (IRS)-l protein expression is markedly reduced 
in many insulin-resistant states, although the mechanism for this 
downregulation is unclear. In this study, we have investigated the early 
events in the insulin pathway that trigger the degradation of IRS-1. 
Incubation of the adipocytes with insulin induced a fast electrophoretic 
mobility shift of IRS-1 and a subsequent degradation of the protein. 
Wortmannin and rapamycin blocked this mobility shift of IRS-1, 
maintained the insulin-induced tyrosine phosphorylation of IRS-1, and 
blocked its degradation. In contrast, a glycogen synthase kinase 3 
inhibitor, a mitogen-activated protein kinase/extracellular-regulated 
kinase inhibitor, and various protein kinase C inhibitors had no effect. 
Incubation with okadaic acid increased the serine/threonine 
phosphorylation of IRS-1 and its degradation, mimicking insulin, and its 
effect was prevented by the proteasome inhibitor lactacystin, as 
well as by rapamycin. Treatment of the cells with the tyrosine 
phosphatase inhibitor orthovanadate in the presence of insulin or okadaic 
acid partially inhibited the degradation of IRS-1. We propose that a 
rapamycin- dependent pathway participates as a negative regulator 
of IRS-1, increasing its serine/ threonine phosphorylation, which triggers 
degradation. Thus, regulation of serine/threonine versus tyrosine 
phosphorylation may modulate IRS-1 degradation, affecting insulin 
sensitivity . 
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Proteasome inhibition: A new strategy in cancer treatment. 

The ubiquitin proteasome pathway is a highly conserved intracellular 

pathway for the degradation of proteins. Many of the short-lived 

regulatory proteins which govern cell division, growth, activation, 

signaling and transcription are substrates that are temporally degraded 

the proteasome. In recent years, new and selective inhibitors of the 
proteasome have been employed in cell culture systems to examine the 
anti-tumor potential of these agents. This review covers the chemistry of 
selected proteasome inhibitors, possible mechanisms of action in cell 
culture and the in vivo examination of proteasome inhibitors in murine 

human xenograft tumor models in mice. One inhibitor, PS-341, has recently 
entered Phase I clinical trials in cancer patients with advanced disease 
to further test the potential of this approach. 
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TI Serine/threonine phosphorylation of IRS-1 triggers its degradation - 
Possible regulation by tyrosine phosphorylation 

AB Insulin receptor substrate (IRS)-l protein expression is markedly 

reduced in many insulin-resistant states, although the mechanism for this 
downregulation is unclear. In this study, we have investigated the early 
events in the insulin pathway that trigger the degradation of IRS-1. 
Incubation of the adipocytes with insulin induced a fast electrophoretic 
mobility shift of IRS-1 and a subsequent degradation of the protein. 
Wortmannin and rapamycin blocked this mobility shift of IRS-1, 
maintained the insulin-induced tyrosine phosphorylation of IRS-1, and 
blocked its degradation. In contrast, a glycogen synthase kinase 3 
inhibitor, a mitogen-activated protein kinase/extracellular-regulated 
kinase inhibitor, and various protein kinase C inhibitors had no effect. 
Incubation with okadaic acid increased the serine/threonine 
phosphorylation of IRS-1 and its degradation, mimicking insulin, and its 
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effect was prevent|^by the proteasome inhibitor lactacystin, as 
well as by rapamycl^P Treatment of the cells with tM^tyrosine 

phosphatase inhibitor orthovanadate in the presence^fl: insulin or okadaic 

acid partially inhibited the degradation of IRS-1. We propose that a 

rapamycin-dependent pathway participates as a negative regulator 

of IRS-1, increasing its serine/threonine phosphorylation, which triggers 

degradation. Thus, regulation of serine/ threonine versus tyrosine 

phosphorylation may modulate IRS-1 degradation, affecting insulin 

sensitivity. 
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TI A rapamycin-sensitive pathway down-regulates insulin signaling 

via phosphorylation and proteasomal degradation of insulin receptor 

substrate-1 

AB Insulin receptor substrate-1 (IRS-1) is a major substrate of the 

insulin receptor and acts as a docking protein for Src homology 2 domain 
containing signaling molecules that mediate many of the pleiotropic 
actions of insulin, Insulin stimulation elicits serine/threonine 
phosphorylation of IRS-1, which produces a mobility shift on SDS-PAGE, 
followed by degradation of IRS-1 after prolonged stimulation. We 
investigated the molecular mechanisms and the functional consequences of 
these phenomena in 3T3-L1 adipocytes. PI 3-kinase inhibitors or 
rapamycin, but not the MEK inhibitor, blocked both the 

insulin-induced electrophoretic mobility shift and degradation of IRS-1. 
Adenovirus- mediated expression of a membrane-targeted form of the pllO 
subunit of phosphatidylinositol (PI) 3-kinase (pllO(CAAX)) induced a 
mobility shift and degradation of IRS-1, both of which were inhibited by 
rapamycin. Lactacystin, a specific proteasome inhibitor, 

inhibited insulin-induced degradation of IRS-1 without any effect on its 
electrophoretic mobility. Inhibition of the mobility shift did not 
significantly affect tyrosine phosphorylation of IRS-1 or downstream 
insulin signaling. In contrast, blockade of IRS-1 degradation resulted in 
sustained activation of Akt, p70 S6 kinase, and mitogen-activated protein 
(MAP) kinase during prolonged insulin treatment. These results indicate 
that insulin-induced serine/threonine phosphorylation and degradation of 
IRS-1 are mediated by a rapamycin-sensitive pathway, which is 
downstream of PI 3-kinase and independent of ras/MAP kinase. The pathway 
leads to degradation of IRS-1 by the proteasome, which plays a major role 
in down-regulation of certain insulin actions during prolonged 
stimulation. 
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TI The proteasome controls the expression of a proliferation-associated 

nuclear antigen Ki-67 
AB The proteasome is a protease complex responsible for rapid, selective, 

and irreversible removal of regulatory proteins, as well as many other 
cellular proteins. In this study, we have demonstrated that a 
proliferation-associated nuclear protein Ki-67 depended on the proteasome 
for its rapid degradation. A proteasome-specif ic inhibitor 
lactacystin augmented Ki-67 protein levels in pancreatic cancer 
BxPC-3 cells while repressed the level of steady-state Ki-67 mRNA. 
Inhibition of the proteasome also led to accumulation of two CDK 
inhibitors p27(kipl) and p21(cipl) in the BxPC-3 cells. Failed reduction 
of Ki-67 protein and enhanced levels of the two CDK inhibitors are likely 
contributing factors for the suppressed BxPC-3 proliferation after 
proteasome inhibition. (C) 2000 Wiley-Liss, inc. 
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Rapamycin inhibit^proteasome activator expression^Bd 

proteasome activity 

AB Rapamycin (RAPA) is a potent immunosuppressive drug, and 

certain of its direct or indirect targets might be of vital importance to 
the regulation of an immune response. In this study, we used differential 
hybridization to search for human genes whose expression was sensitive to 
RAPA. Seven RAPA- sensitive genes were found and one of them encoded a 
protein with high homology to the ct subunit of a proteasome activator 
(PA28 beta). This gene was later found to code for the IJ subunit of the 
proteasome activator (PA28 beta) . Activated T and B cells had 

up-regulated 

PA28 beta expression at the mRNA level. Such up-regulation could be 
suppressed by RAPA, FK506, and cyclosporin A. RAPA and FK506 also 
repressed the up-regulated PA28 alpha messages in phytohemagglutinin 

(PHA) 

stimulated T cells. At the protein level, RAPA inhibited PA28 alpha and 
PA28 beta in the activated T cells according to immunoblotting and 
confocal microscopy. Probably as a consequence, there was a fourfold 
increase of proteasome activities in the peripheral blood mononuclear 



cell 



lysate after the PHA activation.- RAPA could inhibit the enhanced part of 
the proteasome activity. Considering the critical role played by the 
proteasome in degrading regulatory proteins, our data suggest that the 
proteasome activator is a relevant and important downstream target of 
rapamycin/ and that the immune response could be modulated through 
the activity of the proteasome. 
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TI Cyclosporine A is an uncompetitive inhibitor of proteasome activity and 

prevents NF-kappa B activation 
AB Cyclosporine A is an immunosuppressive agent that is used clinically 

in 
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acts 



20S 



the prevention o^^ransplant rejection and develogj^it of 

graf t-versus-hos Wnisease . Recently, cyclosporine^Rias been shown to 
possess anti-inflammatory properties and is capable of inhibiting 
lipopolysaccharide-induced NF-kappa B activation, Ubiquitin-mediated 
proteasomal proteolysis plays a critical role in signal-induced NF-kappa 

activation since it regulates both I kappa B degradation and pl05 
processing, it is also involved in the production of peptides for the 
assembly of MHC class I molecules. We report here that cylcosporine A 

as an uncompetitive inhibitor of the chymotrypsin-like activity of the 

proteasome in vitro and that it suppresses lipopolysaccharide-induced I 
kappa B degradation and pl05 processing in vivo demonstrating that 
inhibition of proteasome proteolysis is the mechanism by which 
cyclosporine A prevents NF-kappa B activation. A structurally unrelated 
immunosuppressant, rapamycin, did not inhibit the 20S proteasome ' 
in vitro. (C) 1997 Federation of European Biochemical Societies. 
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L7 ANSWER 1 OF 104 AT FULL 

TI Prevention and l^reatment of cardiovascular pathologies 

AB A method for treating or preventing cardiovascular pathologies 

by administering a compound of the formula (I) : ##STR1## 

wherein Z is C.dbd.O or a covalent bond; Y is H or 0(C.sub.l 

-C.sub. 4) alkyl, R.sup.l and R.sup.2 are individually (C.sub.l 

-C. sub. 4) allyl or together with N are a saturated heterocyclic group, 

R.sup.3 is ethyl or chloroethyl, R.sup.4 is H or together with R.sup.3 

is --CH.sub.2 — CH.sub.2 — or — S — , R.sup.5 is I, 0(C.sub.l 

-C. sub. 4) alkyl or H and R.sup.6 is I, OfC.sub.l -C . sub . 4 ) alkyl or H 

with 

the proviso that when R.sup.4 F R.sup.5, and R.sup.6 are H, R.sup.3 is 
not ethyl; or a pharmaceutically acceptable salt thereof, effective to 
activate or stimulate production of TGF-beta to treat and/or prevent 
conditions such as atherosclerosis, thrombosis, myocardial infarction, 
and stroke is provided. Useful compounds include idoxifene and salts 
thereof. Further provided is a method for identifying a 
compound that is a TGF-beta activator or production stimulator is 
provided. Another embodiment of the invention is an assay or kit to 
determine TGF-beta in vitro. Also provided is a therapeutic 
method comprising inhibiting smooth muscle cell 
proliferation associated with procedural vascular trauma 

employing the administration of tamoxifen or structural analogs 
thereof, 

including compounds of formula (I) . 
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ANSWER 2 OF 104 US PAT FULL 

Surgical irrigat«i solution and method for inhi^^ion of pain 
and in f lammatio^^ 

A method and solution for perioperatively inhibiting a variety 
of pain and inflammation processes at wounds from general surgical 
procedures including oral/dental procedures. The solution preferably 
includes multiple pain and inflammation inhibitory at dilute 
concentration in a physiologic carrier, such as saline or lactated 
Ringer's solution. The solution is applied by continuous irrigation of 

wound during a surgical procedure for preemptive inhibition of pain and 
while avoiding undesirable side effects associated with oral, 
intramuscular, subcutaneous or intravenous application of larger doses 
of the agents. One preferred solution to inhibit pain and inflammation 
includes a serotonin . sub . 2 antagonist, a serotonin . sub . 3 antagonist, a 
histamine antagonist, a serotonin agonist, a cyclooxygenase inhibitor, 

neurokinin. sub . 1 antagonist, a neurokinin . sub . 2 antagonist, a 
purinoceptor antagonist, an ATP-sensitive potassium channel opener, a 
calcium channel antagonist, a bradykinin . sub . 1 antagonist, a 
bradykinin. sub. 2 antagonist and a . mu. -opioid agonist. 
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TI Surgical irrigation solution and method for inhibition of pain 

and inflammation 

AB A method and solution for perioperatively inhibiting a variety 

of pain and inflammation processes at wounds from general surgical 
procedures including oral/dental procedures. The solution preferably 
includes multiple pain and inflammation inhibitory at dilute 
concentration in a physiologic carrier, such as saline or lactated 
Ringer's solution. The solution is applied by continuous irrigation of 

a 

wound during a surgical procedure for preemptive inhibition of pain and 
while avoiding undesirable side effects associated with oral, 
intramuscular, subcutaneous or intravenous application of larger doses 
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of the agents. One preferred solution to inhibit pain and inflammation 
includes a serotcA^i . sub . 2 antagonist, a serotonin^sub . 3 antagonist, a 
histamine antagoi^pb, a serotonin agonist, a cyclaB^genase inhibitor, 



neurokinin. sub. 1 antagonist, a neurokinin . sub . 2 antagonist, a 
purinoceptor antagonist, an ATP-sensitive potassium channel opener, a 
calcium channel antagonist, a bradykinin . sub . 1 antagonist, a 
bradykinin. sub. 2 antagonist and a .mu. -opioid agonist. 
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TI Prevention and treatment of cardiovascular pathologies 

AB A method for treating or preventing cardiovascular pathologies 

by administering a compound of the formula (I) : ##STR1## 

wherein Z is C.dbd.O or a covalent bond; Y is H or 0(C.sub.l 
-C.sub.4)alkyl, R.sup.l and R.sup.2 are individually (C.sub.l 
-C.sub. 4) alkyl or together with N are a saturated heterocyclic group, 



with 



R.sup.3 is ethyl or chloroethyl, R.sup.4 is H 
is — CH.sub.2 — CH.sub.2 — or — S — , R.sup.5 
-C. sub . 4) alkyl or H and R.sup.6 is I, 0(C.sub. 



or together with R.sup.3 

is I, 0(C.sub.l 

1 -C. sub. 4) alkyl or H 



the proviso that when R.sup.4, R.sup.5, and R.sup.6 are H, R.sup.3 is 
not ethyl; or a pharmaceutically acceptable salt thereof, effective to 
activate or stimulate production of TGF-beta to treat and/or prevent 
conditions such as atherosclerosis, thrombosis, myocardial infarction, 
and stroke is provided. Useful compounds include idoxifene and salts 
thereof. Further provided is a method for identifying a 
compound that is a TGF-beta activator or production stimulator is 
provided. Another embodiment of the invention is an assay or kit to 
determine TGF-beta in vitro. Also provided is a therapeutic 
method comprising inhibiting smooth muscle cell 
proliferation associated with procedural vascular trauma 
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employing the administration of tamoxifen or structural analogs 
thereof, 

including comp<^Hfcis of formula (I). 
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L7 ANSWER 5 OF 104 US PAT FULL 

TI Methods of inhibiting inflammation at the site of a central nervous 

system injury with alphaD-specif ic antibodies 

AB Methods to inhibit inflammation and macrophage infiltration following 

spinal cord injury are disclosed along with methods to modulate 
TNF. alpha, release from cells expressing . alpha .. sub . d are disclosed. 
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L7 ANSWER 6 OF 104 US PAT FULL 

TI Surgical irrigation solution and method for inhibition of pain 

and inflammation 

AB A method and solution for perioperatively inhibiting a variety 

of pain and inflammation processes at wounds from general surgical 
procedures including oral/dental procedures. The solution preferably 
includes multiple pain and inflammation inhibitory at dilute 
concentration in a physiologic carrier, such as saline or lactated 
Ringer's solution. The solution is applied by continuous irrigation of 

a 

wound during a surgical procedure for preemptive inhibition of pain and 
while avoiding undesirable side effects associated with oral, 
intramuscular, subcutaneous or intravenous application of larger doses 
of the agents. One preferred solution to inhibit pain and inflammation 
includes a serotonin. sub . 2 antagonist, a serotonin , sub . 3 antagonist, a 
histamine antagonist, a serotonin agonist, a cyclooxygenase inhibitor, 

a 

neurokinin. sub. 1 antagonist, a neurokinin. sub . 2 antagonist, a 
purinoceptor antagonist, an ATP-sensitive potassium channel opener, a 
calcium channel antagonist, a bradykinin . sub . 1 antagonist, a 
bradykinin. sub . 2 antagonist and a .mu. -opioid agonist. 
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TI Multivalent ligands which modulate angiogenesis 

AB Disclosed are novel multivalent ligands represented by the following 

structural formula: ##STR1## 

B is a multilinker backbone. ^ 



n is an integer from two to about twenty. 
Each L is a covalent bond or linking group. 

Each P is a peptide having from about 10 to about 30 amino acid 
residues. At least two of the peptides P are a peptide derivative of an 
AHR of an angiogenic protein, a hybrid peptide, a peptide derivative of 
a hybrid peptide or a combination thereof. Each peptide and each linker 
or covalent bond is independently chosen. The disclosed multivalent 
ligands can be used to modulate angiogenesis in a mammal. 

Also disclosed are novel peptide derivatives of an AHR of an angiogenic 
protein, novel hybrid peptides, peptide derivatives of the novel hybrid 
peptides and polypeptide multivalent ligands thereof. 
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L7 ANSWER 8 OF 104 US PAT FULL 

TI Surgical irrigation solution and method for inhibition of pain 

and inflammation 

AB A method and solution for perioperatively inhibiting a variety 

of pain and inflammation processes at wounds from general surgical 
procedures including oral/dental procedures. The solution preferably 
includes multiple pain and inflammation inhibitory at dilute 
concentration in a physiologic carrier, such as saline or lactated 
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Ringer's solution. The solution is applied by continuous irrigation of 

wound during a s^^ical procedure for preemptive ^fclibition of pain and 
while avoiding undesirable side effects associated^ with oral, 
intramuscular, subcutaneous or intravenous application of larger doses 
of the agents. One preferred solution to inhibit pain and inflammation 
includes a serotonin . sub . 2 antagonist, a serotonin . sub . 3 antagonist, a 
histamine antagonist, a serotonin agonist, a cyclooxygenase inhibitor, 

neurokinin. sub. 1 antagonist, a neurokinin. sub . 2 antagonist, a 
purinoceptor antagonist, an ATP-sensitive potassium channel opener, a 
calcium channel antagonist, a bradykinin . sub . 1 antagonist, a 
bradykinin. sub. 2 antagonist and a .mu. -opioid agonist. 
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L7 ANSWER 9 OF 104 US PAT FULL 

TI Electroporation apparatus with connective electrode template 

AB An electrode template apparatus, includes a three dimensional support 

member having opposite surfaces, a plurality of bores extending through 
the support member and through the opposite surfaces, a plurality of 
conductors on the member separately connected to the plurality of 



bores, 



a plurality of needle electrodes selectively extendable through the 
plurality of bores and into tissue to be electroporated so that each 
electrode is comcected to at least one conductor for connecting the 
electrodes to a power supply. 
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L7 ANSWER 10 OF 104 US PAT FULL 
TI Heparin binding peptides 

AB The present invention provides heparin antagonist peptides. The 

heparin-binding peptides of the present invention specifically 
neutralize heparin 1 s conventional anticoagulant properties without 
causing deleterious hemodynamic side-effects or exacerbation of the 
proliferative vascular response to injury. More specifically, the 
heparin-binding compounds of the present invention are short-duration 
drugs to be used in elective or emergency situations which can safely 
and specifically neutralize heparin's conventional anticoagulant 
properties without causing deleterious hemodynamic side-effects or 
exacerbation of the proliferative vascular response to injury. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Prevention and treatment of cardiovascular pathologies with tamoxifen 

analogues 

AB A method for treating or preventing cardiovascular pathologies 

by administering a compound of the formula (I): ##STR1## 
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with 



as 



wherein 2 is C.dbd.O or a covalent bond; Y is H or 0(C.sub.l 

-C. sub. 4) alkyl, B^eup . 1 and R.sup.2 are individua^^ (C.sub.l 

-C. sub. 4) alkyl o^Jogether with N are a saturated^Bterocyclic group, 

R.sup.3 is ethyl or chloroethyl, R.sup.4 is H, R.sup.5 is I, 0(C.sub.l 

-C. sub. 4) alkyl or H and R.sup.6 is I, 0(C.sub.l -C . sub . 4 ) alkyl or H 



the proviso that when R.sup.4, R.sup.5, and R.sup.6 are H, R.sup.3 is 
not ethyl; or a pharmaceutically acceptable salt thereof, effective to 
elevate the level of TGF-beta to treat and/or prevent conditions such 



atherosclerosis, thrombosis, myocardial infarction, and stroke is 
provided. Useful compounds include idoxifene, toremifene or salts 
thereof. Further provided is a method for identifying an agent 
that elevates the level of TGF-beta. Another embodiment of the 
invention 

is an assay or kit to determine TGF-beta in vitro. Also provided is a 
therapeutic method comprising inhibiting smooth muscle 
cell proliferation associated with procedural vascular 

trauma employing the administration of tamoxifen or structural analogs 
thereof, including compounds of formula (I) . 
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(FILE ' HOME 1 ENTERED AT 11:41:45 ON 20 JUL 2001) 

FILE 'MEDLINE, US PAT FULL, HCAPLUS, EMBASE, SCISEARCH, DGENE, WPIDS, 
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CELL PROLIFERATION 
LI AND (REVERSING?) 
L2 AND METHOD 

CELL PROLIFERATION () REVERSAL () METHOD 
CELL PROLIFERATION ADJ REVERSING ADJ METHOD 
L3 AND ACTIVATED BLOOD CELLS 
L3 AND BLOOD CELLS 
L7 AND LACTACYSTIN 
LACTACYSTIN 
L9 AND L7 
L9 AND RAPAMYCIN 
LI I AND L7 



11:42:45 




ON 20 


JUL 200 


LI 283229 S 


L2 


788 S 


L3 


554 S 


L4 


0 S 


L5 


0 S 


L6 


0 s 


L7 


104 S 


L8 


0 S 


L9 


1899 S 


L10 


0 S 


Lll 


16 S 


L12 


0 s 


=> s 17 




L13 


104 L7 


=> rem dup 





DUP IS NOT VALID HERE 

The DELETE command is used to remove various items stored by the 
system. 

To delete a saved query, saved answer set, saved L-number list, SDI 
request, batch request, mailing list, or user-defined cluster, format, 
or search field, enter the name. The name may include ? for left, 
right, or simultaneous left and right truncation. 

Examples: 



DELETE BIO?/Q - delete 

DELETE ? DRUG/ A - delete 

DELETE ?ELEC?/L - delete 

DELETE ANTICOAG/S - delete 

DELETE ENZYME/B - delete 

DELETE .MYCLUSTER - delete 

DELETE .MY FORMAT - delete 

DELETE . MYFIELD - delete 

DELETE NAME LI ST MYLIST - delete 



query names starting with BIO 
answer set names ending with DRUG 
L-number lists containing ELEC 
SDI request 
batch request 
user-defined cluster 
user-defined display format 
user-defined search field 
mailing list 



To delete an ordered document or an offline print, enter its 
number. 

Examples : 



DELETE P123001C 
DELETE D134002C 



- delete print request 

- delete document order request 



To delete an individual L-number or range of L-numbers, enter the 
L-number or L-number range. You may also enter DELETE LAST followed 
by a number, n, to delete the last n L-numbers. RENUMBER or 
NORENUMBER may also be explicitly specified to override the value of 
SET RENUMBER. 

Examples : 



DELETE L21 
DELETE L3-L6 
DELETE LAST 4 
DELETE L33- 
DELETE -L55 



- delete a single L-number 

- delete a range of L-numbers 

- delete the last 4 L-numbers 

- delete L33 and any higher L-number 

- delete L55 and any lower L-number 
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DELETE L2-L6 RENUMBER 
DELETE RENUMBER 



delete a range of L-numbers and 
renumber remaining L-numbers 
renumber L-numbers after dele^Hh of 
intermediate L-numbers 



Entire sets of saved items, SDI requests, batch requests, user-defined 
items, or E-numbers can be deleted. 



Examples : 

DELETE SAVED/Q 

DELETE SAVED/ A 

DELETE SAVED/ L 

DELETE SAVED 



DELETE 
DELETE 
DELETE 
DELETE 
DELETE 
DELETE 
DELETE 



SAVED/ S 

SAVED/B 

CLUSTER 

FORMAT 

FIELD 

SELECT 

HISTORY 



delete all saved queries 
delete all saved answer sets 
delete all saved L-number lists 
delete all saved queries, answer sets, 
and L-number lists 
delete all SDI requests 
delete all batch requests 
delete all user-defined clusters 
delete all user-defined display formats 
delete all user-defined search fields 
delete all E-numbers 

delete all L-numbers and restart the 
session at LI 



To delete an entire multifile SDI request, enter DELETE and 
the name of the request. To delete a component from the 
multifile SDI, enter DELETE and the name of the component. 
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11:42:45 
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LI AND (REVERSING?) 
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554 
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L2 AND METHOD 
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s 


CELL PROLIFERATION () REVERSAL () METHOD 
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CELL PROLIFERATION ADJ REVERSING ADJ METHOD 
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L3 AND ACTIVATED BLOOD CELLS 


L7 


104 
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L3 AND BLOOD CELLS 


L8 
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L7 AND LACTACYSTIN 
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1899 
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LACTACYSTIN 
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L9 AND L7 


Lll 


16 
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L9 AND RAPAMYCIN 
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0 
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Lll AND L7 


L13 


104 
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L7 



=> d 113 ti abs ibib 90-104 



LI 3 ANSWER 90 OF 104 US PAT FULL 

TI Method for ameliorating the adverse effects of aging 

AB Compositions and methods are provided for countering the adverse 

effects 

of aging on cells in culture and in vivo in which cells are contacted 
with the compositions that ameliorate the adverse effects of aging on 
mammalian cells by slowing or reversing the changes that 
normally accompanying aging of such cells but do not significantly 
increase the growth rate or total proliferative capacity of such cells. 
The compositions contain one or more 6- (substituted amino) purine 
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cytokinins and preferably do not contain ingredients that promote cell 
division or tha^^.nduce or potentiate the abilit^^>f the 6- ( substituted 
amino) purine o^B>kinins to promote cell divisio^B 

Among the preferred applications of the compositions and methods 
provided herein are the preservation of or restoration of the health of 
mammalian cells in culture and, by application of the compositions to 
human skin, the health and youthful appearance of the skin. 
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L13 ANSWER 91 OF 104 US PAT FULL 

TI Method for identifying an agent which increases TGF-beta 
levels 

AB A method for identifying a compound that is a TGF-beta 

activator or production stimulator is provided. 
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TI Methods and compositions for treating thrombocytopenia 

AB A method and composition utilizing thrombopoietin for 

increasing platelet cell counts in thrombocytopenia is disclosed. The 
method and composition are suitable for treatments of patients 

suffering from medical conditions, such as HIV/AIDS or chemotherapy, 
which result in low platelet cell numbers. Also disclosed are the 

active 

moieties or domains of the thrombopoietin molecule. 
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TI Compounds that inhibit T cell proliferation and 

methods for using the same 
AB Compounds which display a surface similar to the surface presented by 

one of five distinct lateral domains of CD4 are disclosed. Methods of 
treating individuals suspected of suffering from or susceptible to 
conditions characterized by an undesired immune response comprising 
administering to the individual at least one compound which mimics a 
portion of the lateral surface of the CD4 glycoprotein are disclosed. 
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TI Modulation of cellular response to external stimuli 

AB The specification discloses methods for modulating cellular metabolism 

in a subject, modulating being desirable to mitigate a condition of the 
subject. Disclosed methods include processes for administering to said 
subject an effective amount of a compound of the formula ##STR1## 
wherein one and only one of R.sup.l and R.sup.3 is a straight-chain or 
branched-chain . omega . -hydroxyalkyl (5-8C), or is a branched-chain 
( .omega. -1) -hydroxyalkyl (5-8C) , or is an (. omega . -1) -oxoalkyl (5-8C), 
or is an (.omega., . omega. -1) or (. omega. -1, . omega . -2 ) -dihydroxyalkyl 
(5-8C), or is an alkenyl substituent (5-8C), and the other is alkyl 
(1-12C) optionally containing one or two non-adjacent oxygen atoms in 
place of C. 
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TI Evaluation and t^ptment of patients with progres^fce immunosuppression 

AB A soluble immuno^fppressive factor present in ser^Fderived from 
tumor-bearing mammals, is associated with changes in TCR protein 

subunit 

levels and T-lymphocyte signal transduction pathway proteins. These 
changes provide a method of determining the level of 

immunosuppression in a mammal by determining the level of expression of 
at least one selected TCR subunit protein, or a protein in the T 
lymphocyte signal transduction pathway, and comparing the level to that 
found in non-immunosuppressed individuals. The method is 
useful to identify patients having T lymphocytes capable of activation 
for immunotherapy and for identifying agents which cause or reverse 
immunosuppression. An isolated immunosuppressive factor associated with 
the level of expression of the proteins is useful for suppressing the 
immune response, for example, in organ transplantation. 
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TI Evaluation and treatment of patients with progressive immunosuppression 

AB A soluble immunosuppressive factor present in serum derived from 

tumor-bearing mammals, is associated with changes in TCR protein 

subunit 

levels, T lymphocyte signal transduction pathway proteins. These 

changes 

provide a method of determining the level of immunosuppression 
in a mammal by determining the level of expression of at least one 
selected TCR subunit protein, a protein in the T lymphocyte signal 
transduction pathway, or of the NF- . kappa . B/ rel family and comparing 



the 



The 



level and pattern to that found in non-immunosuppressed individuals, 
method is useful to identify patients having T lymphocytes 
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capable of activation for immunotherapy and for identifying agents 

cause or rever^^rnmunosuppression . An isolated ^^iunosuppressive 

associated with the level of expression of the proteins is useful for 
suppressing the immune response, for example, in organ transplantation, 
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Complexes of nitric oxide with cardiovascular amines as dual acting 
cardiovascular agents 

Novel complexes of nitric oxide (NO) and amines are described where the 
amine is a known cardiovascular agent having at least one or more 
primary or secondary amino groups and whereby the resulting complex is 
capable under physiological conditions of releasing in vivo dual active 
ingredients, the NO and the known cardiovascular agent. The complexes 
are used for treating cardiovascular diseases and for the prophylactic 
or therapeutic treatment of restenosis. 
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TI Use of delta opioid receptor antagonists to treat immunoregulatory 

disorders 

AB A therapeutic method is provided to elevate a depressed 

mammalian autologous mixed lymphocyte response and to alleviate the 
diseases associated therewith by the administration of an effective 
amount of certain selective delta opioid receptor antagonists to a 
mammal such as a human patient in need of such treatment. 
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